Editorial on the Research Topic Tailoring NK Cell Receptor-Ligand Interactions: An Art in Evolution
This research topic is inaugurated by Goh and Huntington, who revise the dynamics of surface receptor expression in murine NK cell subsets at different stages of development (Goh and Huntington). Human NK cell development is subsequently addressed. In their work, Post et al. demonstrate that the transcription factor gene ZNF683/HOBIT is critical for efficient ex vivo generation of CD56 + NK cells, but likely has limited effects on later acquisition of critical NK cell function modulators, namely NKG2A and killer immunoglobulin-like receptors (KIRs) (Post et al.) .
In human disease, in vivo selective expansion of phenotypically defined NK cell subsets may affect disease course and response to treatment, a concept underpinned by three manuscripts in this collection. Huenecke et al. report an inverse correlation between the incidence of acute graft-versushost disease and the frequency of reconstituted CD56 bright NK cells in pediatric patients receiving a hematopoietic stem cell transplantation (HCT) (Huenecke et al.) . In their review, Pollmann et al. describe how HCV and human CMV chronic infection affect relative frequency of specific NK cell subsets. The authors specifically revise evidence supporting the concept that genetic background and NK subset composition (e.g., expression of KIR2DL3 in a HLA-C1 homozygous background) promotes HCV clearance and response to treatment (Pollmann et al.) . Further elaboration on the importance of NK subpopulation analysis in predicting response to antiviral treatment is provided by Gondois-Rey et al., who report an association between NK maturation phenotype and prompt viremia decrease in response to combination antiretroviral therapy in HIV-infected individuals (Gondois-Rey et al.) . show that an increased NK cell cytotoxicity leading to B-cell precursor leukemia elimination can be achieved by dual-specific targeting via the trispecific immunoligand ULBP2-aCD19-aCD33 (Kloess et al.) . Further information on NK-specific dual targeting with triple-specific antibodies to prevent escape of antigen loss variants is provided by Vyas et al. Subsequently, Messaoudene et al. address the potential of NK-based therapy as a tool to enhance potency and prolong efficacy of novel antitumor strategies (Messaoudene et al.) . In a specular manner, contemporary therapeutic interventions have the potential to counter tumorinduced NK cell immunosuppression. These effects are covered by Pittari et al., who specifically address the role of NK cells in the context of multiple myeloma (Pittari et al.) . To date, preclinical evaluation of NK cell-based therapies in mouse models are challenged by the inherent problem that reagents designed to trigger human immune cells do not react with murine NK cells and by the fact that human NK cell infusions in mice do not provide a human immune cell compartment. Here, Lopez-Lastra and Di Santo describe a Flt3-deficient mouse model allowing for specific enhancement of human NK hematopoiesis via exogenous human
